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Persons with autism spectrum disorders (ASD) are known to have difficulty in eye contact
(EC). This may make it difficult for their partners during face to face communication with
them. To elucidate the neural substrates of live inter-subject interaction of ASD patients
and normal subjects, we conducted hyper-scanning functional MRI with 21 subjects with
autistic spectrum disorder (ASD) paired with typically-developed (normal) subjects, and
with 19 pairs of normal subjects as a control. Baseline EC was maintained while subjects
performed real-time joint-attention task. The task-related effects were modeled out,
and inter-individual correlation analysis was performed on the residual time-course data.
ASD–Normal pairs were less accurate at detecting gaze direction than Normal–Normal
pairs. Performance was impaired both in ASD subjects and in their normal partners.
The left occipital pole (OP) activation by gaze processing was reduced in ASD subjects,
suggesting that deterioration of eye-cue detection in ASD is related to impairment
of early visual processing of gaze. On the other hand, their normal partners showed
greater activity in the bilateral occipital cortex and the right prefrontal area, indicating
a compensatory workload. Inter-brain coherence in the right IFG that was observed in
the Normal-Normal pairs (Saito et al., 2010) during EC diminished in ASD–Normal pairs.
Intra-brain functional connectivity between the right IFG and right superior temporal
sulcus (STS) in normal subjects paired with ASD subjects was reduced compared
with in Normal–Normal pairs. This functional connectivity was positively correlated with
performance of the normal partners on the eye-cue detection. Considering the integrative
role of the right STS in gaze processing, inter-subject synchronization during EC may be a
prerequisite for eye cue detection by the normal partner.
Keywords: functional connectivity, hyperscanning, inter-subject coherence, joint attention, mutual gaze, autistic
spectrum disorder, functional magnetic resonance imaging
INTRODUCTION
Autistic spectrum disorder (ASD) encompasses both autism and
Asperger syndrome (Wing et al., 2002). Previous research has
addressed the epidemiology of these increasingly prevalent disor-
ders (Baird et al., 2006). Individuals with ASD have core impair-
ments in reciprocal social interactions, abnormal development
and use of language, repetitive and ritualized behaviors, and a
narrow range of interests (Kanner, 1943; Asperger, 1944). The
etiology of ASD remains largely unknown. Impairment of social
attention such as joint attention and eye contact (EC) is regarded
as an early sign of ASD (Baron-Cohen, 2008).
Joint attention refers to the ability to “coordinate attention
between interactive social partners with respect to objects or
events in order to share an awareness of the objects or events”
(Mundy et al., 1986). It emerges as early as 6–12 months of age
(Corkum andMoore, 1998). Two types of joint attention behavior
emerge in the first months of life: Responding to Joint Attention
(RJA) refers to infants’ ability to follow the direction of gaze.
Initiating Joint Attention (IJA) refers to infants’ ability to sponta-
neously create a shared point of reference by the use of alternating
gaze between objects and other people with EC (Mundy et al.,
2009).
EC is implicated in the sharing of various psychological
states such as intention (Searle, 2001), attention, and emotion
(Trevarthen, 1979; Hobson, 2002), making inter-subjectivity pos-
sible. An adult’s initial EC prior to looking at an object is a critical
cue that can establish joint attention with infants as young as
9 months old (Striano et al., 2006). EC might therefore provide
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a communicative context for joint attention (Farroni et al., 2002).
This is an example of the “eye-contact effect,” which is defined
as a phenomenon in which perceived EC modulates the con-
current and/or immediately following cognitive processes and/or
behavioral responses (Senju and Johnson, 2009).
Individuals with ASD show unusual patterns of joint atten-
tion (Mundy et al., 2009) and eye-contact behavior (Volkmar
and Mayes, 1990; Buitelaar, 1995). Joint attention disabilities
have been posited to be a pivotal deficit in autism (Osterling
and Dawson, 1994; Mundy and Crowson, 1997; Charman, 2003).
IJA is a better diagnostic discriminator of autism than is RJA
(Mundy et al., 1986; Sigman and Ruskin, 1999; Lord et al., 2000;
Charman, 2003; Dawson et al., 2004; Hobson andHobson, 2007).
In particular, diminished alternating EC to share attention with
respect to object is an important measure of IJA impairment in
autism (Mundy et al., 2009). EC is not used to initiate joint atten-
tion by individuals with ASD (Sigman et al., 1986; Baron-Cohen,
1989, 1995). Senju et al. (2003) found that children with autism
were no better at detecting direct gaze than averted gaze, whereas
typically-developing children were more efficient at detecting the
former; their study also suggested that a lack of ability to detect
direct gaze might result in altered eye-contact behavior, which in
turn could hamper the subsequent development of social skills.
There are several neuroimaging studies to depict the neural
substrates of IJA and RJA. Williams et al. (2005) conducted RJA
task that focused on the sharing the attention towards the objects.
In the joint attention condition, the model’s gaze and the dot
movement was concordant whereas that was discordant in non-
joint attention condition. Activated area is in the anterior and
posterior cingulate cortices. Another important characteristic of
joint attention is the liveness. Using live interaction joint attention
tasks, Redcay et al. (2010, 2012a) depicted activation patterns of
IJA and RJA in normal control group. Distinct regions included
the ventromedial prefrontal cortex for RJA and intraparietal sul-
cus and middle frontal gyrus for IJA. Overlap was observed in the
dorsal medial prefrontal cortex (dMPFC), right inferior frontal
gyrus (IFG), and right posterior superior temporal sulcus (pSTS)
for IJA and RJA. Utilizing virtual reality technique and func-
tional magnetic resonance imaging (fMRI), Schilbach et al. (2010)
showed that IJA and RJA reflected activation of independent
neural networks. They found unique activation for IJA in the
ventral striatum bilaterally, and activation of the ventral medial
prefrontal cortex for RJA.
Neural substrates of eye gaze have been studied extensively,
highlighting the importance of the pSTS (for review, see Frischen
et al., 2007). Bilateral removal of the STS region in macaques pro-
duces impaired perception of gaze direction without significantly
affecting facial identity perception (Heywood and Cowey, 1992).
Recent human fMRI studies have identified the involvement of
the pSTS in social perception through eye movement (Allison
et al., 2000), including EC (Calder et al., 2002; Wicker et al., 2003;
Pelphrey et al., 2005). Gaze processing extends to include the
amygdala (Kawashima et al., 1999; George et al., 2001), the infe-
rior temporal (Wicker et al., 1998), parietal (Wicker et al., 1998;
Hoffman and Haxby, 2000; Hooker et al., 2003; Mosconi et al.,
2005; Calder et al., 2007), medial prefrontal, and anterior cingu-
late cortices (Calder et al., 2002; Williams et al., 2005), and other
frontal regions (Hooker et al., 2003;Mosconi et al., 2005;Williams
et al., 2005; Bristow et al., 2007). These different regions seem to
process different aspects of the visual and social properties of gaze.
These previous works on the neural substrates of social atten-
tion have been conducted with single-participant fMRI. Thus,
the eye-contact related activation may not represent the pair-
specific psychological state, or inter-subjective sharing, that was
established by the EC of two persons engaged in actual EC and
joint attention. To depict pair-specific neural activities, Saito
et al. (2010) conducted an RJA and mutual gaze paradigm using
dual fMRI (Saito et al., 2010) with a hyperscanning method
(Montague et al., 2002). During an RJA task in which two partic-
ipants were scanned simultaneously by fMRI, the eye-cued task
activated the bilateral occipital pole (OP) extending to the right
pSTS, the dMPFC, and the bilateral IFG. An interaction between
eye movement and shared attention towards an object was found
in the left intraparietal sulcus. After the task-related effects were
modeled out, inter-individual correlation analysis was performed
on the residual time-course data. Paired subjects showed more
prominent correlations than non-paired subjects in the right IFG,
suggesting that this region is involved in shared intention during
EC, which provides the context for RJA (Saito et al., 2010). These
results indicate that both eye-contact and eye-gaze detection are
important for RJA, and that pair-specific neural synchroniza-
tion in the right IFG during EC may represent the psychological
common ground between two person with EC.
However, it remains unclear which processes of the social
attention are impaired in ASD and their neural substrates, par-
ticularly when they are confronted with the partners in the live,
real-time face-to-face interaction.
The present study investigated the neural representation of
social attention in individuals with ASD during a face-to-face live
interaction with normal partner. We hypothesized that ASD indi-
viduals would establish less shared intention by EC, which might
lead to reduced performance of RJA task. Specifically, we expected
ASD–Normal pairs to show less inter-individual synchronization
in the right IFG during EC than that previously reported for
Normal–Normal pairs (Saito et al., 2010). As shared intention
represents the psychological common ground with a partner, we
anticipated that the performance and neural activity of an ASD
participant’s normal partner would also be affected.
Here we compared the neural substrates, inter-individual
functional connectivity, and default mode network activity dur-
ing EC and joint attention between ASD participants and normal
participants using dual fMRI, following our previously reported
protocol (Saito et al., 2010). We recruited 21 pairs of participants
with high-functioning ASD and age- and sex-matched normal
control adults, and 19 pairs of normal participants (Saito et al.,
2010). During the experiment, EC was maintained at baseline
while the subjects engaged in real-time gaze exchange in an RJA
task. The task-related effects were modeled out, and the correla-
tion between the two subject’s brain activities was calculated using
the residual time-series data for each voxel (inter-individual cor-
relation analysis). If the inter-subject coherent activity in the right
IFG represents the common psychological ground (Saito et al.,
2010) that modulates cognitive processes, intra-subject functional
connectivity in the right IFG might represent the effect of EC.
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Therefore, the intra-brain default-mode network was evaluated
with the right IFG as a seed region, in order to visualize the
targets of the eye-contact effect. Specifically, we expected areas
involved in higher-level eye-gaze processing, such as the STS, to
show functional connectivity with the right IFG, the strength of
which should depend on performance.
MATERIALS ANDMETHODS
PARTICIPANTS
Sixteen males and five females with high-functioning ASD
[mean age ± standard deviation (SD) = 25.1 ± 5.3 years; age
range = 17 – 39 years] were recruited at the Department of
Neuropsychiatry of the University of Fukui Hospital, and the
Department of Psychiatry and Neurobiology of the Kanazawa
University Hospital, in Japan.
The authors (Hirotaka Kosaka and Toshio Munesue) diag-
nosed the participants based on the classifications described in
the Diagnostic and Statistical Manual of Mental Disorders (DSM-
IV-TR; American Psychiatric Association, 2000) and on stan-
dardized criteria taken from the Diagnostic Interview for Social
and Communication Disorders (DISCO;Wing et al., 2002); these
authors were trained in the diagnosis of ASD under Dr. Tokio
Uchiyama, and were qualified to use the DISCO Japanese edition.
The DISCO has good psychometric properties (Nygren et al.,
2009). It contains items on early development, and a section on
activities of daily life, thereby giving the interviewer an idea of
the level of functioning in several different areas, not only social
functioning and communication (Wing et al., 2002). In the ASD
group, sixteen participants were diagnosed with autism and five
with Asperger syndrome.
We also recruited 21 age-and sex-matched typically devel-
oped (normal) individuals (16 males and five females; mean age
± SD = 24.0 ± 3.7 years; age range = 19–31 years) from the
local community. Participants were excluded if they had a his-
tory of major medical or neurological illness including epilepsy,
significant head trauma, or a lifetime history of alcohol or drug
dependence. They were screened to exclude individuals who had a
first-degree relative with an axis I disorder, based on the DSM-IV
criteria. In addition, we employed the previous data from 19 pairs
of normal participants (Saito et al., 2010) as controlled Normal
groups [19 males, mean age ± SD = 23.8 ± 4.0 years for the
Normal group (3T); 19 males, mean age ± SD = 25.6 ± 4.8 years
for the Normal group (1.5T)], to avoid machine effect and inter-
action effect with ASD during the interactive situation such as
mutual gaze and joint attention.
To check the difference of the general ability, we carried out
Intelligence Quotient (IQ) assessments using the Wechsler Adult
Intelligence Scale-III (WAIS-III; Wechsler, 1997) for ASD and
Normal paired with ASD groups. All of the participants had full-
scale IQ scores>80, although average of IQ scores in Normal was
higher than that in ASD (mean± SD= 101.2 ± 16.2 for the ASD,
113.7 ± 6.1 for the Normal paired with ASD, t = 3.04, p < 0.01).
According to the Normal groups from the previous study, we were
not able to perform IQ assessment.
We also measured autistic traits using the autism-spectrum
quotient (AQ) (Baron-Cohen et al., 2001) for all four groups
[i.e., ASD, Normal paired with ASD, Normal (3T), Normal
(1.5T)]. AQ scores of ASD group were significantly higher com-
pared to those of other three Normal groups [mean ± SD =
29.9 ± 7.3 for ASD, 17.0 ± 6.0 for Normal paired with ASD,
19.9 ± 6.5 for Normal (3T), 19.9 ± 5.2 for Normal (1.5T); anal-
ysis of variance (ANOVA), F(3, 78) = 16.04, p < 0.001; post-hoc
t-test with Bonferroni correction, p < 0.001 in ASD vs. Normal
paired with ASD, p < 0.001 in ASD vs. Normal (3T), p < 0.001
in ASD vs. Normal (1.5T), respectively], and there were no sta-
tistically differences among three Normal groups [post-hoc t-test
with Bonferroni correction, p = 0.94 in Normal paired with ASD
vs. Normal (3T), p = 0.94 in Normal paired with ASD vs. Normal
(1.5T), p = 1.00 in Normal (3T) vs. Normal (1.5T), respectively].
The detailed demographic data and scores were shown in Table 1.
The protocol used for the present study was approved by
the Ethical Committee of the University of Fukui. After a com-
plete explanation of the study, all of the participants gave written
informed consent prior to the experiment.
EXPERIMENTAL SETTING
Hardware
The experimental setting and task procedure were the same as in
our previous study (Saito et al., 2010). Briefly, brain activity was
recorded while paired subjects in two MRI scanners performed
an online gaze-exchange task. An infrared face-recording and eye-
tracking system (NAC Image Technology Inc., Tokyo, Japan) was
used to combine the two MRI systems. Video images of partici-
pants’ faces were recorded by an infrared camera and transferred
to a personal computer (Dimension 9200; Dell Computer, Round
Rock, TX, USA). The visual stimuli (ball targets) were presented
using Presentation software (Neurobehavioral Systems, Albany,
CA, USA). Images of participants’ eyes and eyebrows were com-
bined with the visual stimuli using a screen splitter (MV-40F;
FOR-A, Tokyo, Japan), and transmitted using a liquid crystal-
display projector (TH-AE900; Panasonic Co., Osaka, Japan) onto
a half-transparent screen positioned on top of a 3 Tesla (3T) or
1.5T MRI scanner bed approximately 255 cm or 304 cm, respec-
tively, from the participants’ eyes. The visual angle of the screen
was 7.1 × 10.4◦. There was no image delay between actual eye
movement and the presentation of it to the partner.
In the MRI scanner, each participant performed the joint-
attention task while engaging in real-time gaze exchange. Images
of their partner’s eyes were presented on the upper part of the
screen, and images of two balls were presented on both sides of
the lower part of the screen (Figure 1A).
Experimental design and task procedures
The task was to look at one of the ball targets cued either by the
eye movement of the partner or by the change in color of the ball
target (Saito et al., 2010).
There were two types of runs depending on the cue-response
behavior. During concordant runs (Figure 1B left), participants
were required to shift their gaze to the cued target. During discor-
dant runs (Figure 1B right), participants were asked to shift their
gaze to the opposite side to where the target appeared. Explicit
instructions were given to both subjects at the start of each run.
In concordant runs, four tasks were configured by three types
of the ball cue presentation. As the first type (Figure 1B left), the
Frontiers in Human Neuroscience www.frontiersin.org September 2012 | Volume 6 | Article 268 | 3
Tanabe et al. Dual functional MRI study of ASD
Table 1 | (R1-1) Demographic data and rating scale scores.
Experiment ASD–Normal Exp. Normal–Normal Exp.
Participants ASD (3T) Normal (1.5T) Normal (3T) Normal (1.5T)
Number (male/female) 16/5 16/5 19/0 19/0
Handedness a (right/left) 21/0 21/0 19/0 19/0
Age at examination 25.1 ± 5.3 24.0 ± 3.7 23.8 ± 3.5 25.6 ± 4.8
WAIS-III: full-scale IQ 101.2 ± 16.2 113.7 ± 6.1 n.a. n.a.
WAIS-III: verbal IQ 107.3 ± 16.2 116.0 ± 7.5 n.a. n.a.
WAIS-III: performance IQ 93.5 ± 16.5 107.4 ± 8.2 n.a. n.a.
AQ: total score 29.9 ± 7.3 17.0 ± 6.0 19.9 ± 6.5 19.9 ± 5.2
AQ: social skill scores 6.5 ± 2.9 2.9 ± 1.8 2.8 ± 2.4 2.9 ± 2.4
AQ: attention-switching scores 6.5 ± 1.6 4.4 ± 2.3 5.2 ± 2.0 4.9 ± 1.6
AQ: attention-to-detail scores 6.3 ± 2.9 4.0 ± 2.4 4.9 ± 2.1 5.2 ± 2.1
AQ: communication scores 5.7 ± 2.9 3.0 ± 2.2 3.2 ± 2.5 3.6 ± 2.2
AQ: imagination scores 5.0 ± 2.4 2.8 ± 1.5 3.8 ± 2.0 3.2 ± 1.9
Values are given as mean ± SD. AQ, Autism Spectrum Quotient (Baron-Cohen et al., 2001); ASD, autism spectrum disorder; n.a., not available; Normal, typically-
developed; WAIS-III, Wechsler Adult Intelligence Scale Third Edition; 1.5T, participants who set in the 1.5T MR scanner; 3T, participants who set in the 3T MR
scanner;
aAccording to the Edinburgh handedness inventory (Oldfield, 1971).
ball cue was provided to one participant. Here, following EC for
2000ms with two red balls in the lower half of the screen, one
of the balls in front of one participant (say, P) changed to blue
for 2500ms. The participant P was required to shift his gaze to
the changed ball as soon as possible. The counterpart (say, Q)
was asked to gaze at the ball (which from his or her perspective
does not change in color) that P attended to. Then, the balls on
both sides disappeared for 500ms, at which point the participants
returned to joint EC. As participants P and Q watched the same
ball target, P underwent ball-cued shared attention [ball-share
(BS)] and Q underwent eye-cued shared attention [eye-share
(ES)]. As the second type, the ball cue was provided to both par-
ticipants simultaneously (not shown in Figure 1). In this case,
following EC for 2000ms with two red balls in the lower half of
the screen, one of the balls in front of both participants changed
to blue simultaneously, but on different sides, for 2500ms. The
participants were required to shift their gaze to the changed
ball. Thus, both participants underwent simultaneously ball-cued
non-shared attention [simultaneous ball-non-share during con-
cordant run (SBNc)]. As the third type, no ball cue was provided
on either side. EC trials started with ECwithout any ball cue; thus,
the participants continued to hold EC for 4500ms, followed by
the balls disappearing for 500ms (not shown in Figure 1).
During discordant runs (Figure 1B right), the participants
were asked to shift their gaze to the opposite side where the tar-
get appeared. The set-up was identical to the concordant runs.
Thus, when the ball cue was provided to one side, P under-
went ball-cued non-shared attention [ball-non-share (BN)], and
Q underwent gaze-cued non-shared attention [eye-non-share
(EN)].When the ball cue was provided to both sides, both partici-
pants simultaneously underwent ball-cued non-sharing attention
[simultaneous ball-non-share during discordant run (SBNd)].
The four task conditions, ES and BS during concordant runs,
and EN and BN during discordant runs, were contrasted with
each control condition (SBNc for concordant runs and SBNd
for discordant runs) to generate contrast images of ES’, BS’,
EN’, and BN’ respectively, which in turn constituted a 2 (cue,
eye vs. ball) × 2 (attention, sharing vs. non-sharing) design. A
schematic diagram of the task is shown in Figure 1C. To reduce
the participant’s workload, the same condition was repeated three
times in one block (15 s).
MRI DATA ACQUISITION
All images were acquired using a 3T or 1.5T MRI scanner
(Signa Exite; General Electric, Milwaukee, WI, USA) with an
eight-element phased-array coil. For functional images, we used
an interleaved T2∗-weighted gradient-echo echo-planar imaging
(EPI) technique to obtain 85 volumes of time-series image data.
Each volume consisted of 34 continuous 4-mm-thick slices with
no gap, in order to cover the entire cerebral cortex and cerebellum
[repetition time (TR) = 3000ms; echo time (TE) = 30ms for 3T
and 45ms for 1.5T; flip angle (FA) = 90◦; field of view (FOV) =
192mm; 64 × 64 in-plane matrix]. The head motion was min-
imized by placing soft spacers between each participant’s head
and the coil. Three-dimensional (3D) spoiled-gradient recalled-
echo (SPGR) images (TR = 33ms; TE = 3.0ms; FA = 30◦;
FOV = 240mm; matrix size= 256 × 192 pixels; slice thickness=
1.5mm; a total of 112 transaxial images) were obtained in order
to acquire a high-resolution structural image of the whole brain.
To minimize the task-induced signal change caused by differences
in magnetic strength, a longer TE was used for the 1.5T scanner
(45ms) than the 3T scanner (30ms), based on a preliminary fMRI
experiment with visual checkerboard stimuli (Saito et al., 2010).
IMAGE PREPROCESSING
All of the data used in the present study, and those acquired in our
previous study (Saito et al., 2010), were analyzed using Statistical
Parametric Mapping software version 8 (SPM8; Wellcome
Department of Imaging Neuroscience, London, UK) imple-
mented in MATLAB 2010a (MathWorks, Natick, MA, USA).
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FIGURE 1 | Visual stimuli and schematic task diagram. (A) Screen
snapshot showing real-time images of the partner’s eyes (upper part)
combined with the ball cues generated by the stimulus presentation
software (lower part). (B) Stream of the experiment. Participants (P and Q)
were paired and placed in a 3T or 1.5T MRI scanner, respectively. Upper
part, example of the shared attention run. Lower part, example of the
non-shared attention run. (C) Schematic diagram of the joint-attention task.
Participants (P and Q) were paired and placed in a 3T or 1.5T MRI scanner,
respectively. Black arrows indicate gaze direction. Dotted arrows
demonstrate a gaze shift from the grey to black arrows. Red and blue balls
indicate the cues on screen. In the ES and BS conditions, the participants
were required to shift their gaze to the target cued by either the partner’s
gaze (ES) or the color-change of a ball (BS). Each task lasted 5 s. In the EN
and BN conditions, the participants were required to shift their gaze to the
opposite side of the target. The condition was switched according to the
task. ES, eye-cued, shared attention condition; BS, ball-cued, shared
attention condition; SBNc, simultaneous ball-cued and not shared attention
condition during concordant (shared-attention) run; EN, eye-cued,
non-shared attention condition; BS, ball-cued, non-shared attention
condition; SBNd, simultaneous ball-cued and not shared attention condition
during discordant (non-shared attention) run.
The first five volumes of each run were eliminated to allow
for stabilization of the magnetization, and the remaining 80 vol-
umes per run (a total of 480 volumes per participant) were used
for the analysis. After correcting for differences in slice timing
within each image volume, all of the volumes were realigned for
motion correction. The sixth EPI volume was normalized to the
Montréal Neurological Institute (MNI) EPI template, and the
same parameters were applied to all of the other EPI volumes.
They were then spatially smoothed in three dimensions using an
8mm full-width-at-half-maximum Gaussian kernel.
STATISTICAL ANALYSIS
To depict the neural substrates of the tasks, we adopted a sum-
mary statistics approach. First, the task-related activity in each
individual was modeled as regressors convolved with a canonical
hemodynamic response function (HRF). The data were high-pass
filtered with a cut-off period of 128 s to remove low-frequency
signal drifts. A first-order autoregressive model [AR(1)] was used
to remove serial correlations in the signals (Friston et al., 2007).
The parameters were estimated using the general linear model.
To test the hypothesis about condition effects, the estimates for
each of the model parameters were compared with the linear con-
trasts. The contrast images, the weighted sum of the parameter
estimates, were used for the second-level analysis with a random-
effects model, in order to make inferences at the population level
(Friston et al., 1999).
We employed a 2 × 2 × 2 factorial design to detect the main
effects of group (ASD 3T vs. Normal paired with ASD 1.5T or
Normal 3T vs. Normal 1.5T), cue (Eye vs. Ball), and attention
(Shared vs. Non-shared), and their interactions. For the group
factor, the four cells were constructed by the contrast images of
ES–SBNc, BS–SBNc, EN–SBNd, and BN–SBNd. To simplify the
notation, these were labeled as ES’, BS’, EN’, and BN’, respec-
tively. To depict the neural substrates of the specific interaction
of ASD–Normal pairs, we directly compared the ASD–Normal
andNormal–Normal groups from our previous study (Saito et al.,
2010) in a second-level analysis. To eliminate the scanner effect
(3T vs. 1.5T), we compared the ASD (3T) and Normal groups
from the same MRI scanner (3T). We also compared the normal
participants paired with ASD participants with the normal partic-
ipants whose data were acquired in the same scanner (1.5T). The
resulting set of voxel values for each contrast constituted a statis-
tical parametric map of the t statistic (SPM{t}). The threshold for
the SPM{t} was set at p < 0.05 with a family-wise error (FWE)
correction at the cluster level for the entire brain (Friston et al.,
1996), unless otherwise indicated. We used the same analytical
approach in our previous study (Saito et al., 2010).
ESTIMATE OF FUNCTIONAL CONNECTIVITY BETWEEN PARTICIPANTS
To subtract the effect of the task-related activity, all of the
conditions were modeled and estimated using a general linear
model (Villalobos et al., 2005; Fair et al., 2007). In its stan-
dard form, SPM8 does not save the residuals at each volume.
We therefore modified the program spm_spm.m to obtain the
residuals, and concatenated the residuals with all of the runs.
The first two residual time-points of each run were discarded.
Correlation of the residuals between the same coordinate posi-
tions of two (normalized) brains was calculated for every voxel.
The correlation r value was transformed to a z-score using Fisher’s
r-to-z transformation, and images containing the z-scores of
every voxel were generated. All possible combinations of the pairs
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(21 × 21 = 441 pairs in the ASD–Normal experiment; 19 × 19 =
361 pairs in the Normal–Normal experiment) were generated and
divided into four groups as follows: 21 combinations in which
one ASD and one normal individual participated in the exper-
iment simultaneously (Pair in ASD–Normal experiment); 420
combinations in which they did not (Non-pair in ASD–Normal
experiment); 19 combinations in which two normal subjects
participated in the experiment simultaneously (Pair in Normal–
Normal experiment); and 342 combinations in which they did
not (Non-pair in Normal–Normal experiment). The residual data
from our previous study (Saito et al., 2010) were obtained with
SPM5, so that we reanalyzed all the Normal–Normal experimen-
tal data with SPM8. As we were concerned with the difference
between Pair and Non-pair and compared of them, scanner
effect (i.e., the difference caused by the MR scanners) was not
contaminated.
ESTIMATE OF WITHIN-BRAIN FUNCTIONAL CONNECTIVITY
To investigate whether intra-individual functional connectivity
involving the right IFG differed across groups, we conducted
region of interest (ROI)-to-voxel functional connectivity analysis
(Biswal et al., 1995). Additional preprocessing procedures were
performed with CONN (http://www.nitrc.org/projects/conn).
We introduced 0.01–0.06-Hz band-pass temporal filtering to
remove magnetic field drifts of the scanner (Foerster et al., 2005)
and physiological noise components falling in high-frequency
bands (Cordes et al., 2001). We applied the functional con-
nectivity analysis to the residual time-series data, as in our
previous study (Saito et al., 2010). Upon checking the resid-
ual data, we recognized that the task effect was not completely
removed from the raw data even after applying the AR model
implemented in SPM8 (Friston et al., 2007); it was still evi-
dent around 0.067Hz, consistent with our previous results (Saito
et al., 2010). To remove the influence of the task effect on the
estimation of functional connectivity in the eye-contact condi-
tion, the cut-off frequency (0.06Hz) was set at a lower value
than that used in standard functional connectivity analysis. For
the inter-individual correlations, the seed region was defined
using the group data analysis, with a statistical threshold of p <
0.05 and a FWE correction at the cluster level for the entire
brain. The residual time-series data within the ROI were then
averaged individually, and used as the right ventral IFG time-
course data. After preprocessing, a voxel-wise correlation map
was calculated for each individual using the CONN program.
The correlation maps were converted to z-values using Fisher’s
r-to-z transformation to enable group-level comparisons. Voxel-
wise group analyses of the correlation maps were performed with
two-sample t-tests using SPM8. The statistical threshold was set
at p < 0.05 with an FWE correction at the cluster level for the
entire brain.
RESULTS
BEHAVIORAL RESULTS
To compare the differences between ASD participants, Normal
participants paired with ASD participants, and Normal partic-
ipants, we conducted a Two-Way repeated-measures analysis of
variance (rmANOVA) incorporating Group (ASD at 3T, Normal
paired with ASD at 1.5T, Normal at 3T, Normal at 1.5T) and
Task (ES, EN, BS, and BN) (Figure 2). All participants were
not informed who his/her partner was, and nobody in Normal
group was aware from his/her partner’s behaviors that part-
ner had social impairments. A Group × Task interaction was
observed [F(4.548, 115.225) = 12.040 with Greenhouse–Geisser cor-
rection, p < 0.001]. To assess this finding, we then tested for
the main effect of Group across the Tasks. The results showed
that the difference among the four groups was observed only
in the eye-cued conditions such as ES [F(1, 79) = 30.591, p <
0.001] and EN [F(1, 79) = 26.707, p < 0.001], and not in the ball-
cued conditions such as BS [F(1, 79) = 2.235, p = 0.139] and BN
[F(1, 79) = 3.365, p = 0.070]. Post hoc tests with the Bonferroni
correction showed that the ASD group was significantly less accu-
rate than the other three groups in the ES (ASD vs. Normal
paired with ASD, p < 0.01; ASD vs. Normal 3T, p < 0.001; ASD
vs. Normal 1.5T, p < 0.001) and EN (ASD vs. Normal paired
with ASD, p < 0.005; ASD vs. Normal 3T, p < 0.001; ASD vs.
Normal 1.5T, p < 0.001) conditions. The Normal participants
paired with the ASD subjects also tended to show lower accuracy
than the Normal groups (Normal paired with ASD vs. Normal 3T,
p = 0.065; Normal paired with ASD vs. Normal 1.5T, p = 0.099),
although these differences did not reach statistical significance.
By contrast, there were no differences in any combination of the
groups in the ball-cued conditions (BS and BN). (RR1-1) There
was no significant correlation between IQ and performance of
each condition (IQ and ES, r = 0.198, p = 0.415; EN, r = 0.322,
p = 0.179; BS, r = 0.205, p = 0.400; BN, r = 0.308, p = 0.199,
respectively).
ACTIVATION RESULTS
Initially, we examined the eye-cued effect [(ES’ + EN’)–(BS’ +
BN’)], the shared-attention effect [(ES’ + BS’)–(EN’ + BN’)],
and their interaction, in ASD participants, Normal partici-
pants paired with ASD participants, and the Normal groups
from the previous study (Saito et al., 2010). The spatial extent
of the activation of the eye-cued effect was reduced in the
ASD group compared with the Normal groups (Figures 3A,C),
whereas the activation was greater in the Normal paired with ASD
group than in the Normal groups (Figures 3B,D). Specifically,
the Normal control groups showed activation in the bilateral
lateral occipital gyrus (LOG) including the OP, right middle
temporal gyrus (MTG), posterior rostral medial frontal cor-
tex (prMFC), and right IFG (Figures 3C,D). By contrast, the
ASD group showed a smaller region of activity induced by
the eye cue, which was observed in the right LOG and IFG
(Figure 3A). The Normal paired with ASD group showed acti-
vation in the bilateral LOG including the OP extending to the
human middle temporal complex (hMT+), MTG, right STS, the
anterior portion of right inferior parietal lobe (IPL), prMFC,
right middle frontal gyrus (MFG)/IFG, and bilateral insula
(Figure 3B).
There was no statistically significant shared attention-related
activity or interaction in the ASD and Normal paired with ASD
groups.
Next, we conducted a direct comparison between ASD
(or Normal paired with ASD) participants and the normal
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FIGURE 2 | Task performance (accuracy). Blue indicates the ES condition
(eye cued and shared attention), red the EN condition (eye cued and
non-shared attention), green the BS condition (ball cued and shared
attention), and orange the BN condition (ball cued and non-shared attention).
ASD denotes individuals with autism spectrum disorder. Paired with ASD
denotes normal individuals who were paired with ASD participants during the
experiment. Normal (3T) and Normal (1.5T) denote normal individuals who
were paired with normal individuals in 3T or 1.5T MRI scanners, respectively,
during the experiment. Error bars indicate the standard error of the mean
(SEM). Statistically significant differences were observed between
ASD–Normal and Normal–Normal pairs in the ES and EN conditions
(∗∗p < 0.001), but not in the BS and BN conditions [not significant (N.S.)].
∗Statistical difference (p < 0.01) between the ASD group and the other three
groups in the ES and EN conditions. #Statistical trend between ASD and
Normal (3T) groups (p = 0.065) or between the ASD and Normal (1.5T)
groups (p = 0.099) in the ES condition.
individuals who participated in our previous study. To elim-
inate any scanner effects, the ASD group was compared
with the Normal group data from the 3T scanner, whereas
the Normal paired with ASD group was compared with the
Normal group data from the 1.5T scanner. The eye cue-
related activity in the left LOG (in the OP) was reduced in
the ASD group compared with the Normal groups (Figure 4A,
Table 2A). There was no significant correlation between IQ
and BOLD response of the OP in eye-cued conditions (IQ
and ES, r = 0.202, p = 0.406; EN, r = 0.308, p = 0.200, respec-
tively).
In contrast, the Normal paired with ASD group (1.5T)
showed greater eye-cued activity than the Normal groups (1.5T)
in the bilateral LOG, including hMT+, and the dorsal por-
tion of the right IFG (Figure 4B, Table 2B). The ball-cued
effect did not statistically differ between the ASD (3T) and
Normal (3T) groups, or between the Normal paired with ASD
(1.5T) and Normal (1.5T) groups (data not shown), indicat-
ing that the difference of activation was specific to the eye-cued
conditions.
INTER-BRAIN COHERENCE
A voxel-by-voxel analysis of “Pair” and “Non-pair” correlations
between ASD–Normal did not show a statistically significant
higher correlation in the “Pair” group across the whole brain.
To confirm and compare the Normal–Normal pair results, a
further ROI analysis was conducted using the residual time-
series data from the ventral portion of the right IFG region
that showed a high correlation (that is, Pair > Non-pair) in the
Normal–Normal experiment. The residual time-series data were
obtained using MarsBaR software (http://marsbar.sourceforge.
net/). As we used a different version of SPM (i.e., SPM8)
from the previous study (i.e., SPM5), the data from the ear-
lier Normal–Normal experiment were re-analyzed (Figure 5A).
After collecting the data, we calculated the correlation of the
residual data for all possible combinations of the pairs (441
for ASD–Normal; 361 for Normal–Normal), and the correla-
tion values were transformed to z-scores using Fisher’s r-to-
z transformation. The pairs were divided into two groups in
each experiment: 21 pairs in which the two subjects partici-
pated simultaneously (Pair group) and 420 pairs in which they
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FIGURE 3 | Activation maps of the eye-cued effect. Eye cue-related
activities [(ES’ + EN’)–(BS’ + BN’)] are shown. (A) ASD participants in a
3T MRI scanner. (B) Normal participants paired with ASD participants in a
1.5T MRI scanner. (C) Normal participants paired with normal participants in a
3T MRI scanner. (D) Normal participants paired with normal participants in a
1.5T MRI scanner. The statistical threshold was p < 0.01 uncorrected for
multiple comparisons at the peak level, and the cluster size was >50 voxels.
Activation areas are shown on a glass brain in stereotaxic space with 3D
information collapsed onto 2D sagittal, coronal, and transverse images, and a
surface-rendered high-resolution MR image from the SPM template.
did not (Non-pair group) for the ASD–Normal experiment;
and 19 pairs in which the two subjects participated simul-
taneously (Pair group) and 342 pairs in which they did not
(Non-pair group) for the Normal–Normal experiment. We con-
ducted a Two-Way ANOVA (Experiment × Pairing) using SPSS
software (SPSS Inc., Chicago, IL, USA). The results showed
an Experiment × Pairing interaction [F(1, 798) = 4.892, p =
0.027] (Figure 5B). No statistically significant correlation dif-
ference was observed between Pair and Non-pair groups in
ASD–Normal (p = 0.502, post-hoc t-test with Bonferroni cor-
rection), whereas a more prominent correlation was detected in
the Pair compared with the Non-pair groups in the Normal–
Normal experiment (p < 0.001, post hoc t-test with Bonferroni
correction).
DIFFERENCE OF RIGHT IFG INTRA-BRAIN FUNCTIONAL CONNECTIVITY
To explore which regions were involved in the common psycho-
logical ground network, we conducted functional connectivity
analysis using the right ventral IFG as a seed region. To exam-
ine right IFG intra-brain functional connectivity between the
ASD, Normal paired with ASD, and Normal groups, functional
connectivity maps were compared between the ASD and Normal
groups, and the Normal paired with ASD and Normal groups. To
minimize the effect of the scanner, data from the same machine
were compared [that is, ASD (3T) vs. Normal (3T), Normal
paired with ASD (1.5T) vs. Normal (1.5T)]. The right ventral
portion of the IFG was identified as a seed region based on
the findings of the inter-individual correlation analysis. Initially,
we identified the functional connectivity map in each group
(Figure 6A). As expected, the right ventral IFG showed func-
tional connectivity with lateral and medial frontal, parietal,
and temporal regions. No statistically significant difference was
observed between the ASD (3T) and Normal (3T) groups. By
contrast, the functional connectivity between the right ventral
IFG and right STS was significantly weaker in the Normal paired
with ASD (1.5T) than the Normal (1.5T) group (Figure 6B).
Because the accuracy in the eye-cued condition varied among
individuals of the Normal paired with ASD group, we cal-
culated the correlation between the connectivity strength and
accuracy in the ES and EN conditions, respectively, and iden-
tified either a statistically significant positive correlation or a
trend (Figure 6C).
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FIGURE 4 | Activation maps for direct comparison between ASD (3T)
and Normal (3T), and Normal paired with ASD (1.5T) and Normal
(1.5T). The statistical threshold was p < 0.05 with an FWE correction at the
cluster level for the entire brain. (A) Normal (3T) > ASD (3T) activation
areas are shown on a glass brain (right), and on sagittal, coronal, and
transverse T1-weighted SPM template images around the local maximum
of the lateral occipital gyri (LOG). The effect size of the local maximum
(x = −22, y = −100, z = −6) in the LOG is shown during each task
condition. (B) Paired with ASD (1.5T) > Normal (1.5T) activation areas
superimposed on a glass brain, section images around the left LOG, and a
surface-rendered high-resolution MRI of the SPM template. The center part
of the plot shows the effect size in the position described in A (x = −22,
y = −100, z = −6) during each task condition. The bottom part of the plots
shows the effect size of the local maximum in the right LOG (x = 32,
y = −86, z = 8) and in the dorsal part of the IFG (x = 58, y = 10, z = 26)
during each task condition, respectively.
DISCUSSION
PERFORMANCE
Individuals with ASD showed decreased accuracy in the eye-
cued task compared with normal controls (Normal–Normal
pairs). As performance on the ball-cued task was similar to
that of the control groups, this deterioration was specific to
the eye-cued condition. Performance was impaired not only in
ASD participants, but also in their normal partners (Figure 2).
Reduced accuracy was observed during the eye-cued condition
in ASD–Normal but not Normal–Normal pairs (that is, there
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Table 2 | Direct comparison of Normal (3T) > ASD (3T) and Normal paired with ASD (1.5T) > Normal (1.5T).
Task Cluster level Peak level
p-value (FWE corr) Cluster size MNI coordinates z-value p-value (uncorr) Side Location
x y z
(A) NORMAL (3T) > ASD (3T) (REDUCED ACTIVATION IN ASD GROUP)
Eye cued 0.026 414 −22 −100 −6 5.23 <0.001 L LOG
(B) NORMAL PAIRED WITH ASD (1.5T) > NORMAL (1.5T) (GREATER ACTIVATION IN NORMAL PAIRED WITH ASD GROUP)
Eye cued 0.012 297 32 −86 8 5.99 <0.001 R LOG
0.001 488 46 −62 2 5.10 <0.001 R LOG
<0.001 1225 −24 −86 8 4.96 <0.001 L LOG
−46 −68 2 4.90 <0.001 L LOG
<0.001 1224 58 10 26 4.51 <0.001 R IFG
50 24 24 4.34 <0.001 R IFG
Results of the random-effects analysis for the direct comparison between ASD (3T) and Normal (3T) (A) and between Normal paired with ASD (1.5T) and Normal
(1.5T) (B). The statistical threshold was p < 0.05 with an FWE correction at the cluster level for the entire brain. ASD, autism spectrum disorder; FWE, family-wise
error; IFG, inferior frontal gyrus; L, left hemisphere; LOG, lateral occipital gyri; MNI, Montréal Neurological Institute; R, right hemisphere.
was a Group × Task interaction), suggesting that impaired per-
formance was specific to the ASD–Normal pairs during the
eye-cued tasks. As no performance differences were observed
between the ASD–Normal and Normal–Normal pairs in the
control ball-cued tasks, this finding indicates that this effect
was specific to the gaze-exchange interaction between the ASD–
Normal pairs. This effect might be caused by difficulties in mak-
ing and keeping eye-contact in the ASD-Normal pairs, although
we did not measure the difficulty in EC in the present study.
EC in individuals with ASD is reportedly abnormal, and is not
used to initiate joint attention (Sigman et al., 1986; Baron-
Cohen, 1989, 1995). As gaze direction explicitly indicates the
target of the attention, EC is regarded as mutual, shared atten-
tion with another person (Saito et al., 2010). Thus declined
gaze fixation of ASD patient makes EC difficult for the normal
partner.
Considering that performance of ES and EN relies on the
change detection of the gaze from the EC condition, difficulty in
EC may result in the deterioration of the eye-gaze detection of
normal individuals when paired with ASD participants.
REDUCED EYE-CUED ACTIVITY IN ASD AND GREATER ACTIVITY
IN THE NORMAL PAIRED WITH ASD GROUP
Direct comparison between the ASD–Normal and Normal–
Normal groups revealed reduced eye cue-related activity in the
left OP in ASD individuals. To eliminate any scanner effect,
we compared the ASD group to the results for normal partic-
ipants in the 3T MRI scanner. Although the IQ of the normal
participants was unavailable, this finding may not reflect the
difference in IQ, because (1) IQ of the ASD group is within nor-
mal range (Table 1), and (2) there was no significant correlation
between IQ and BOLD responses of the OP in ASD group (ES
and EN). Nevertheless, we found decreased activity of the OP
in ASD participants. This region is close to the recently reported
kinetic occipital area (KO), which is known to be related to both
shape- and motion-information processing (Orban et al., 1995;
Dupont et al., 1997). This region is also involved in the visual
processing of social stimuli. The OP is related to animacy per-
ception (Morito et al., 2009), and is activated by eye-gaze cues
in healthy adults (Tipper et al., 2008; Greene et al., 2009; Engell
et al., 2010), and in typically-developing children and adoles-
cents (Greene et al., 2011). Dalton et al. (2005) reported that
ASD patients showed less gaze fixation on the eye areas of the
visually presented static faces, and less activation in the bilat-
eral OP. Thus, fewer fixation may result in less accuracy and
weaker activation of the OP that is related to the early visual
processing (Morito et al., 2009). Because of technical difficulty,
we could not analyze the eye fixation during fMRI experiment
in the present study. Quantitative analysis of EC will be neces-
sary for future study. However, based on the present study, it
is conceivable that the decreased eye-cued activity of the OP in
ASD individuals may represent abnormal eye-gaze processing.
The deficit is not specific to the RJA but related to the eye-cued
processing per se. Considering that gaze following is essential
for RJA, this finding is consistent with the neuro-developmental
model of ASD which postulates the cascading effect of atypi-
cal RJA on later behavioral development (Mundy and Jarrold,
2010).
We also directly compared the normal individuals paired with
ASD participants to those paired with normal partners. Again,
to eliminate any scanner effect, we compared data from these
groups acquired using the 1.5TMRI scanner. Normal participants
paired with ASD participants showed greater activity in the bilat-
eral occipital cortex, including the left OP, and the right dorsal
portion of the IFG. The behavioral results showed that it was dif-
ficult for normal individuals to detect ASD individuals’ eye gaze;
enhanced activation in the visual cortex, including the OP, might
therefore represent a higher workload to process eye gaze in indi-
viduals with an ASD partner compared to those with a normal
partner.
As the right dorsal portion of the IFG did not show eye cue-
specific activation in the normal subjects paired with normal
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FIGURE 5 | Inter-individual correlation using residual data.
(A) Significant positive inter-individual correlation (Pair > Non-pair) in the
Normal—-Normal experiment based on residual time-series data obtained
by SPM8. The statistical threshold was p < 0.05 with an FWE correction at
the cluster level for the entire brain. The area was superimposed on
sagittal, coronal, and transverse T1-weighted SPM template images.
(B) Between-subject correlations in the right IFG (x = 44, y = 26, z = −6)
calculated with the residual data obtained by SPM8. An Experiment
(ASD–Normal vs. Normal–Normal) × Pairing (Pair vs. Non-pair) interaction
was observed (p < 0.01). A more prominent positive correlation was
observed between the pair compared with the non-pair combinations in the
Normal–Normal experiment (right side, p < 0.001), but not in the
ASD–Normal experiment (left side, p = 0.502, N.S.). Error bars indicate the
SEM.
subjects (Figure 4B), the enhanced activity in ASD partners
might be related to non-specific factors, such as increased atten-
tional demands.
INTER-BRAIN COHERENCE BETWEEN ASD AND NORMAL
PARTICIPANTS
Consistent with the behavioral results, inter-brain coherence in
the right ventral IFG was significantly less prominent in the ASD–
Normal pairs than the Normal–Normal pairs. Specifically, we
observed an Experiment (ASD–Normal vs. Normal–Normal) ×
Pairing (Pair vs. Non-pair) interaction in the right IFG. The right
ventral IFG is one of the key regions for social information pro-
cessing. Passive viewing of averted eye movements activates the
right IFG (Pelphrey et al., 2005). It is also related to the uncon-
scious mimicry of the face (Leslie et al., 2004), and to self–other
face distinction (Sugiura et al., 2006; Morita et al., 2008), sug-
gesting a role in self–other interactions. Kosaka et al. (2010)
showed that ASD participants had decreased volume of the right
IFG, the size of which showed a negative correlation with AQ
scores.
In our previous report, we suggested that the ventral portion of
the right IFG is the site of the neural representation of the com-
mon psychological ground or shared intention mediated by EC
(Saito et al., 2010). In this context, the weakened inter-brain syn-
chronization of the right IFG in the ASD–Normal pairs might
reflect a difficulty in integrating the self- and other-oriented
attention.
INTRA-BRAIN FUNCTIONAL CONNECTIVITY WITH RIGHT IFG
According to the parallel and distributed Process (PDP) model,
IJA is represented by the anterior attentional system that yields
self-perception (“where my eyes go, my own behavior follows”),
while RJA represented by the posterior attentional system brings
other-perception (“where other’s eyes go, their behavior fol-
lows”), and these percepts are integrated (Mundy and Jarrold,
2010). From this view, IJA is associated with frontal-cortical
activity whereas RJA is closely tied to parietal and temporal cor-
tical processes (Mundy and Jarrold, 2010). In support of this
notion, Redcay et al. (2012a) reported that the right IFG was
activated by both RJA and IJA. Thus the neural inter-subject
synchronization in the right IFG may represent the overlap of
two distinct and parallel attentional system and integration of
the self-other perception. To test this, we evaluated the intra-
brain functional connectivity of right IFG. To explore this,
functional connectivity analysis was conducted using residual
time-series data with the right ventral IFG as a seed region. As
both participants continuously gazed at each other as a baseline
condition, eye-gaze processing can be represented as the intra-
brain functional connectivity with the right IFG. The results
showed that the brain activity in the lateral and medial part
of the frontal cortex and parieto-temporal regions, including
the temporo-parietal junction (TPJ) and STS, fluctuated coher-
ently. This finding indicates neural synchronization mediated by
EC may be related to the integration of anterior and posterior
attentional system which represents IJA and RJA, respectively.
As present study did not include the IJA component, involve-
ment of IJA in the neural synchronization of right IFG and its
attenuation in ASD–Normal pair is to be investigated in future
studies.
There was no significant reduction in the intra-brain connec-
tivity in the ASD group compared with the Normal group. This
finding suggests that the poorer performance on joint-attention
tasks in ASD individuals might not be due to right IFG dys-
function, but rather to the impaired early visual processing of
eye gaze, which is represented by the reduced OP activation.
However, we observed a statistically significant reduction in func-
tional connectivity between the right IFG and the right anterior
part of the STS in the normal participants paired with the ASD
Frontiers in Human Neuroscience www.frontiersin.org September 2012 | Volume 6 | Article 268 | 11
Tanabe et al. Dual functional MRI study of ASD
FIGURE 6 | Functional connectivity maps from the right IFG seed using
the residual data. (A) Results for the ASD group (upper left) and Normal
paired with ASD group (upper right), and the Normal (3T) and Normal (1.5T)
groups (lower left and right, respectively). The blue area denotes the seed
region (right ventral IFG). Red regions showed statistically significant
functional connectivity with the seed region. (B) Difference of connectivity
strength between Normal (1.5T) and Normal paired with ASD (1.5T) groups.
The statistical threshold was p < 0.05 with an FWE correction at the
cluster level for the entire brain. (C) Correlation between the functional
connectivity strength of right IFG–STS and accuracy in the ES (left side)
and EN (right side) conditions, respectively, in the Normal paired with ASD
group.
participants. Furthermore, the right STS–IFG functional connec-
tivity in normal participants paired with ASD participants was
positively correlated with their performance during the eye-cued
joint-attention task. The right anterior STS is known to respond
to direct gaze (Calder et al., 2002; Wicker et al., 2003), suggesting
that EC facilitates the encoding of gaze direction in this region
(Calder et al., 2007; Nummenmaa and Calder, 2009). This might
suggest that the inter-individual synchronization of brain activ-
ity during EC is a prerequisite for joint attention to be achieved,
at least in normal individuals. This finding suggests that the
cause of the poorer performance in the joint-attention task differs
between individuals with ASD and their normal partners. In the
ASD group, impaired performance might be caused by dysfunc-
tional early visual processing of eye gaze, as indicated by reduced
activation in the OP. In the normal partners of ASD individu-
als, poorer performance might be caused by a lack of common
psychological ground that is represented by the inter-subject
coherence in the right ventral IFG, which is in turn mediated by
the right anterior STS, which has a central role in gaze processing
(Grosbras et al., 2005). The performance decline in the normal
participants paired with ASD participants might be partly com-
pensated for by enhanced early visual processing, as indicated
by the increased eye cue-related activity of the early visual areas
in this group compared with the control Normal–Normal pair
participants.
Schematically, the postulated neural mechanism of mutual
eye gaze processing is as follows. Initially, the eye-gaze sig-
nal is processed in the OP and LOC, and mediated by the
right IFG. Eye-gaze shifts during joint attention are also pro-
cessed in the OP and LOC, and mediated by the right ante-
rior STS, where the gaze-movement signal from the visual
areas and the context signal from the IFG are integrated.
Dysfunction of the OP in ASD individuals might reduce
joint attention-task performance, and also lead to unsta-
ble EC with their partners; this failure to establish EC is
represented by decline of the inter-individual coherence of
brain activity in the right ventral IFG, which in turn sends
context signals to the right anterior STS for integration.
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This causes the decline of joint gaze-detection task performance
in the normal individuals paired with ASD participants, despite
the compensatory enhancement of early visual processing repre-
sented by the hyper-activation of the OP and LOC.
Using live interaction joint attention tasks, Redcay et al. (2012a,b)
succeeded in depicting activation patterns related to IJA and RJA
in both ASD group and normal control group. The dMPFC
showed a reduced difference between joint attention conditions
and control condition in the ASD, compared to that in the normal
group. Redcay et al. (2012b) argued that dMPFC may play a role
in bothmutual engagement with a social partner (or dyadic atten-
tion) as well as sharing attention with another on an object or
event (or triadic attention), both of which are critical to establish-
ing joint attention. The left pSTS showed increased activation for
the joint attention versus solo attention conditions in the normal
control group, but not in the ASD group. Redcay et al. (2012b)
interpreted this finding as an evidence of reduced selectivity of
the response to social stimuli in ASD group.
As they used single fMRI setting, they did not explore the neu-
ral underpinning of the interaction of two persons during face-
to-face communication through the eyes. In the present study,
we adopted RJA-type task mainly focused on the two-persons’
interaction. Critically, we measured the paired participants’ brain
activity to evaluate the neural synchronization. We found that the
activity of the OP related to eye-cue was reduced in ASD group.
ASD–Normal pair diminished the eye-contact related synchro-
nization in the right IFG. These differences are not RJA specific.
Therefore these findings are related to the ASD’s dysfunction of
the elementary component of RJA, that is, eye-gaze processing as
biological motion, and neural synchronization during EC.
CONCLUSION
To our knowledge, this is the first study to demonstrate the
neural correlates of direct, real-time interaction between individ-
uals with ASD and normal subjects. The findings suggest that
the impairment of joint attention in ASD is related to hypo-
function of early visual processing and difficulty in understanding
shared intention through EC, which is represented by reduced
inter-subject synchronization of cortical regions including the
right IFG.
ACKNOWLEDGMENTS
Hiroki C. Tanabe and Hirotaka Kosaka contributed equally to
the present work. This study was partly supported by Scientific
Research on Innovative Areas grant #22101007 (Hiroki C.
Tanabe) from theMinistry of Education, Culture, Sports, Science,
and Technology of Japan (MEXT), and Challenging Exploratory
Research grant #23650224 (Hiroki C. Tanabe), Grants-in-Aid for
Young Scientists B #21791120 (Hirotaka Kosaka), Grant-in-Aid
for Scientific Research S #21220005 (Norihiro Sadato), Grant-
in-Aid for Scientific Research C #21591509 (Toshio Munesue)
from the Japan Society for the Promotion of Science. A
part of this study represents the results of the “Development
of biomarker candidates for social behavior” and “Integrated
research on neuropsychiatric disorders” projects carried out
under the Strategic Research Program for Brain Sciences
by MEXT.
REFERENCES
Allison, J. D., Meador, K. J., Loring, D.
W., Figueroa, R. E., and Wright, J.
C. (2000). Functional MRI cerebral
activation and deactivation dur-
ing finger movement. Neurology 54,
135–142.
American Psychiatric Association.
(2000). Diagnostic and Statistical
Manual of Mental Disorders,
Text Revision (DSM-IVTR).
Washington, DC: American
Psychiatric Association.
Asperger, H. (1944). Die ‘Autistischen
Psychopathen’ im Kindesalter.
Archiv für Psychiatrie und
Nervenkrankheiten 117, 76–136.
Baird, G., Simonoff, E., Pickles, A.,
Chandler, S., Loucas, T., Meldrum,
D., and Charman, T. (2006).
Prevalence of disorders of the
autism spectrum in a popula-
tion cohort of children in South
Thames: the Special Needs and
Autism Project (SNAP). Lancet 368,
210–215.
Baron-Cohen, S. (1989). Perceptual
role-taking and protodeclarative
pointing in autism. Br. J. Dev.
Psychol. 7, 113–127.
Baron-Cohen, S. (1995).Mindblindness:
An Essay on Autism and Theory of
Mind. London: MIT Press.
Baron-Cohen, S. (2008). Autism and
Asperger Syndrome - The Facts.
Oxford: Oxford University Press.
Baron-Cohen, S., Wheelwright,
S., Skinner, R., Martin, J., and
Clubley, E. (2001). The autism-
spectrum quotient (AQ): evidence
from Asperger syndrome/high-
functioning autism, males and
females, scientists and mathemati-
cians. J. Autism Dev. Disord. 31,
5–17.
Biswal, B., Yetkin, F. Z., Haughton,
V. M., and Hyde, J. S. (1995).
Functional connectivity in
the motor cortex of resting
human brain using echo-planar
MRI. Magn. Reson. Med. 34,
537–541.
Bristow, D., Rees, G., and Frith, C. D.
(2007). Social interaction modifies
neural response to gaze shifts. Soc.
Cogn. Affect. Neurosci. 2, 52–61.
Buitelaar, J. K. (1995) Attachment
and social withdrawal in autism–
hypothesis and findings. Behaviour
132, 319–350.
Calder, A. J., Beaver, J. D., Winston, J.
S., Dolan, R. J., Jenkins, R., Eger, E.,
and Henson, R. N. (2007). Separate
coding of different gaze directions
in the superior temporal sulcus and
inferior parietal lobule. Curr. Biol.
17, 20–25.
Calder, A. J., Lawrence, A. D., Keane,
J., Scott, S. K., Owen, A. M.,
Christoffels, I., and Young, A. W.
(2002). Reading the mind from
eye gaze. Neuropsychologia 40,
1129–1138.
Charman, T. (2003). Why is joint atten-
tion a pivotal skill in autism? Philos.
Trans. R. Soc. Lond. B Biol. Sci. 358,
315–324.
Corkum, V., and Moore, C. (1998). The
origins of joint visual attention in
infants. Dev. Psychol. 34, 28–38.
Cordes, D.,Haughton, V. M., Arfanakis,
K., Carew, J. D., Turski, P. A.,
Moritz, C. H., Quigley, M. A.,
and Meyerand, M. E. (2001).
Frequencies contributing to func-
tional connectivity in the cerebral
cortex in “resting-state” data. Am. J.
Neuroradiol. 22, 1326–1333.
Dalton, K. M., Nacewicz, B. M.,
Johnstone, T., Schaefer, H. S.,
Gernsbacher, M. A., Goldsmith, H.
H., Alexander, A. L., and Davidson,
R. J. (2005). Gaze fixation and the
neural circuitry of face process-
ing in autism. Nat. Neurosci. 8,
519–526.
Dawson, G., Toth, K., Abbott, R.,
Osterling, J., munson, J., Estes, A.,
and Liaw, J. (2004). Early social
attention impairments in autism:
social orienting, joint attention, and
attention to distress. Dev. Psychol.
40, 271–283.
Dupont, P., De Bruyn, B.,
Vandenberghe, R., Rosier, A.
M., Michiels, J., Marchal, G.,
Mortelmans, L., and Orban, G. A.
(1997). The kinetic occipital regions
in human visual cortex. Cereb.
Cortex 7, 283–292.
Engell, A. D., Nummenmaa, L.,
Oosterhof, N. N., Henson, R. N.,
Haxby, J. V., and Calder, A. J.
(2010). Differential activation of
frontoparietal attention networks
by social and symbolic spatial
cues. Soc. Cogn. Affect. Neurosci. 5,
432–440.
Fair, D. A., Schlaggar, B. L., Cohen,
A. L., Miezin, F. M., Dosenbach,
Frontiers in Human Neuroscience www.frontiersin.org September 2012 | Volume 6 | Article 268 | 13
COMPARISON WITH THE PREVIOUS STUDY USING LIVE JA TASKS
Tanabe et al. Dual functional MRI study of ASD
N. U., Wenger, K. K., Fox, M.
D., Snyder, A. Z., Raichle, M.
E., and Petersen, S. E. (2007).
A method for using blocked
and event-related fMRI data to
study “resting state” functional
connectivity. Neuroimage 35,
396–405.
Farroni, T., Csibra, G., Smion, F., and
Johnson, M. H. (2002). Eye contact
detection in humans form birth.
Proc. Natl Acad. Sci. U.S.A. 99,
9602–9605.
Foerster, B. U., Tomasi, D., and
Caparelli, E. C. (2005). Magnetic
field shift due to mechanical
vibration in functional magnetic
resonance imaging. Magn. Reson.
Med. 54, 1261–1267.
Frischen, A., Bayliss, A. P., and Tipper,
S. P. (2007). Gaze cueing of atten-
tion: visual attention, social cog-
nition, and individual differences.
Psychol. Bull. 133, 694–724.
Friston, K. J., Ashburner, J., Kiebel,
S. J., Nichols, T. E., and Penny,
W. D. (2007). Statistical Parametric
Mapping. London: Elsevier.
Friston, K. J., Holmes, A., Poline, J. B.,
Price, C. J., and Frith, C. D. (1996).
Detecting activations in PET and
fMRI: levels of inference and power.
Neuroimage 4, 223–235.
Friston, K. J., Holmes, A. P., and
Worsley, K. J. (1999). How
many subjects constitute a study?
Neuroimage 10, 1–5.
George, N., Driver, J., and Dolan, R. J.
(2001). Seen gaze-direction modu-
lates fusiform activity and its cou-
pling with other brain areas dur-
ing face processing. Neuroimage 13,
1102–1112.
Greene, D. J., Colich, N., Iacoboni,
M., Zaidel, E., Bookheimer, S.
Y., and Dapretto, M. (2011).
Atypical neural networks for
social orienting in autism spec-
trum disorders. Neuroimage 56,
354–362.
Greene, D. J., Mooshagian, E., Kaplan,
J. T., Zaidel, E., and Iacoboni, M.
(2009). The neural correlates of
social attention: automatic orient-
ing to social and nonsocial cues.
Psychol. Res. 73, 499–511.
Grosbras, M. H., Laird, A. R., and Paus,
T. (2005). Cortical regions involved
in eye movements, shifts of atten-
tion, and gaze perception. Hum.
Brain Mapp. 25, 140–154.
Heywood, C. A., and Cowey, A. (1992).
The role of the ‘face-cell’ area in
the discrimination and recognition
of faces by monkeys. Philos. Trans.
R. Soc. Lond. B Biol. Sci. 335,
31–38.
Hobson, J., and Hobson, R. P. (2007).
Identification: the missing link
between joint attention and imi-
tation. Dev. Psychopathol. 19,
411–431.
Hobson, R. P. (2002). The Cradle of
Thought. London: Pan Macmillan.
Hoffman, E. A., and Haxby, J. V.
(2000). Distinct representations of
eye gaze and identity in the dis-
tributed human neural system for
face perception. Nat. Neurosci. 3,
80–84.
Hooker, C. I., Paller, K. A., Gitelman, D.
R., Parrish, T. B., Mesulam, M. M.,
and Reber, P. J. (2003). Brain net-
works for analyzing eye gaze. Brain
Res. Cogn. Brain Res. 17, 406–418.
Kanner, L. (1943). Autistic disturbances
of affective contract. Nerv. Child 2,
217–250.
Kawashima, R., Sugiura, M., Kato,
T., Nakamura, A., Hatano, K., Ito,
K., Fukuda, H., Kojima, S., and
Nakamura, K. (1999). The human
amygdala plays an important role in
gazemonitoring. A PET study. Brain
122, 779–783.
Kosaka, H., Omori, M., Munesue,
T., Ishitobi, M., Matsumura, Y.,
Takahashi, T., Narita, K., Murata, T.,
Saito, D. N., Uchiyama, H., Morita,
T., Kikuchi, M., Mizukami, K.,
Okazawa, H., Sadato, N., and Wada,
Y. (2010). Smaller insula and infe-
rior frontal volumes in young adults
with pervasive developmental disor-
ders. Neuroimage 50, 1357–1363.
Leslie, K. R., Johnson-Frey, S. H., and
Grafton, S. T. (2004). Functional
imaging of face and hand imi-
tation: towards a motor theory
of empathy. Neuroimage 21,
601–607.
Lord, C., Cook, E. H., Leventhal, B.,
and Amaral, D. G. (2000) Autisum
spectrum disorders. Neuron 28,
355–363.
Montague, P. R., Berns, G. S., Cohen,
J. D., McClure, S. M., Pagnoni, G.,
Dhamala, M., Wiest, M. C., Karpov,
I., King, R. D., Apple, N., and
Fisher, R. E. (2002). Hyperscanning:
simultaneous fMRI during linked
social interactions. Neuroimage 16,
1159–1164.
Mosconi, M.W., Mack, P. B., McCarthy,
G., and Pelphrey, K. A. (2005).
Taking an “intentional stance” on
eye-gaze shifts: a functional neu-
roimaging study of social percep-
tion in children. Neuroimage 27,
247–252.
Morita, T., Itakura, S., Saito, D.
N., Nakashita, S., Harada, T.,
Kochiyama, T., and Sadato, N.
(2008). The role of the right pre-
frontal cortex in self-evaluation
of the face: a functional magnetic
resonance imaging study. J. Cogn.
Neurosci. 20, 342–355.
Morito, Y., Tanabe, H. C., Kochiyama,
T., and Sadato, N. (2009). Neural
representation of animacy in the
early visual areas: A functional
MRI study. Brain Res. Bull. 79,
271–280.
Mundy, P., and Crowson, M. (1997).
Joint attention and early social
communication. J. Autism Dev.
Disord. 27, 653–676.
Mundy, P., and Jarrold, W. (2010).
Infant joint attention, neural net-
works and social cognition. Neural
Netw. 23, 985–997.
Mundy, P., Sigman, M., Ungerer, J., and
Sherman, T. (1986). Defining the
social deficits of autism: the con-
tribution of non-verbal communi-
cation measures. J. Child. Psychol.
Psychiatry 27, 657–669.
Mundy, P., Sullivan, L., and
Mastergeoge, A. M. (2009). A
parallel and distributed-processing
model of joint attention, social
cognition and autism. Autism Res.
2, 2–21.
Nummenmaa, L., and Calder, A. J.
(2009). Neural mechanisms of
social attention. Trends Cogn. Sci.
13, 135–143.
Nygren, G., Hagberg, B., Billstedt, E.,
Skoglund, A., Gillberg, C., and
Johansson, M. (2009). The swedish
version of the diagnostic interview
for social and communication dis-
orders (DISCO-10). Psychometric
properties. J. AutismDev. Disord. 39,
730–741.
Oldfield, R. C. (1971). The assessment
and analysis of handedness:
the Edinburgh inventory.
Neuropsychologia 97, 97–113.
Orban, G. A., Dupont, P., De Bruyn, B.,
Vogels, R., Vandenberghe, R., and
Mortelmans, L. (1995) A motion
area in huyman visual cortex. Proc.
Natl. Acad. Sci. U.S.A. 92, 993–997.
Osterling, J., and Dawson, G. (1994).
Early recognition of children with
autism: a study of first birthday
home videotapes. J. Autism Dev.
Disord. 24, 247–57.
Pelphrey, K. A., Morris, J. P., and
McCarthy, G. (2005). Neural basis
of eye gaze processing deficits in
autism. Brain 128, 1038–1048.
Redcay, E., Dodell-Feder, D., Pearrow,
M. J., Mavros, P. L., Kleiner, M.,
Gabrieli, J. D. E., and Saxe, R.
(2010). Live face-to-face interaction
during fMRI: a new tool for social
cognitive neuroscience. Neuroimage
50, 1639–1647.
Redcay, E., Kleiner, M., and Saxe, R.
(2012a). Look at this: the neural
correlates of initiating and respond-
ing to bids for joint attention.
Front. Hum. Neurosci. 6:169. doi:
10.3389/fnhum.2012.00169
Redcay, E., Dodell-Feder, D., Mavros,
P. L., Kleiner, M., Pearrow, M.
J., Triantafyllou, C., Gabrieli, J.
D., and Saxe, R. (2012b). Atypical
brain activation patterns during a
face-to-face joint attention game
in adults with autism spectrum
disorder. Hum. Brain Mapp. doi:
10.1002/hbm.22086. [Epub ahead
of print].
Saito, D. N., Tanabe, H. C., Izuma,
K., Hayashi, M. J., Morito, Y.,
Komeda, H., Uchiyama, H., Kosaka,
H., Okazawa, H., Fujibayashi,
Y., and Sadato, N. (2010). “Stay
tuned”: inter-individual neural syn-
chronization during mutual gaze
and joint attention. Front. Integr.
Neurosci. 4:127. doi: 10.3389/fnint.
2010.00127
Searle, J. R. (2001). Rationality in
Action. Cambridge, MA: MIT Press.
Senju, A., and Johnson, M. H. (2009).
The eye contact effect: mechanisms
and development. Trends Cogn. Sci.
13, 127–134.
Senju, A., Yaguchi, K., Tojo, Y., and
Hasegawa, T. (2003). Eye contact
does not facilitate detection in chil-
dren with autism. Cognition 89,
B43–B51.
Schilbach, L., Wilms, M., Eickhoff, S.
B., Romanzetti, S., Tepest, F., Bente,
G., Shah, N. J., Fink, G. R., and
Vogeley, K. (2010). Minds made
for sharing: Initiating joint atten-
tion recruits reward-related neu-
rocircuitry. J. Cogn. Neurosci. 22,
2702–2715.
Sigman, M., Mundy, P., Ungerer, J., and
Sherman, T. (1986). Social interac-
tions of autistic, mentally retarded,
and normal children and their care-
givers. J. Child Psychol. Psychiatry
27, 647–656.
Sigman, M., and Ruskin, E. (1999).
Continuity and change in the
social competence of children
with autism, down syndrome, and
developmental delays. Monogr. Soc.
Res. Child Dev. 64, 1–144.
Striano, T., Reid, V. M., and Hoehl, S.
(2006). Neural mechanisms of joint
attention in infancy. Eur. J. Neurosci.
23, 2819–2823.
Sugiura, M., Sassa, Y., Jeong, H.,
Miura, N., Akitsuki, Y., Horie, K.,
Sato, S., and Kawashima, R. (2006).
Multiple brain networks for visual
self-recognition with different sen-
sitivity for motion and body part.
Neuroimage 32, 1905–1917.
Tipper, C. M., Handy, T. C., Giesbrecht,
B., and Kingstone, A. (2008).
Brain responses to biological
relevance. J. Cogn. Neurosci. 20,
879–891.
Trevarthen, C. (1979). “Instincts for
human understanding and for
Frontiers in Human Neuroscience www.frontiersin.org September 2012 | Volume 6 | Article 268 | 14
Tanabe et al. Dual functional MRI study of ASD
cultural cooperation: Their devel-
opment in infancy,” in Human
Ethology: Claims and Limits of a
New Discipline. eds M. V. Cranach,
K. Foppa, W. Lepenies and D. Ploog
(Cambridge: Cambridge University
Press).
Villalobos, M. E., Mizuno, A., Dahl,
B. C., Kemmotsu, N., and Muller,
R. A. (2005). Reduced functional
connectivity between V1 and infe-
rior frontal cortex associated with
visuomotor performance in autism.
Neuroimage 25, 916–925.
Volkmar, F. R., and Mayes, L. C.
(1990). Gaze behavior in autism.
Dev. Psychopathol. 2, 61–69.
Wechsler, D. (1997). Wechsler
Adult Intelligence Scale-III. San
Antonio, TX: The Psychological
Corporation.
Wicker, B., Michel, F., Henaff, M.
A., and Decety, J. (1998). Brain
regions involved in the perception
of gaze: a PET study. Neuroimage 8,
221–227.
Wicker, B., Perrett, D. I., Baron-Cohen,
S., and Decety, J. (2003). Being
the target of another’s emotion:
a PET study. Neuropsychologia 41,
139–146.
Williams, J. H. G., Waiter, G. D., Perra,
O., Perrett, D. I., and Whiten, A.
(2005). An fMRI study of joint
attention experience. Neuroimage
25, 133–140.
Wing, L., Leekam, S. R., Libby, S. J.,
Gould, J., and Larcombe, M. (2002).
The diagnostic interview for social
and communication disorders:
background, inter-rater reliability
and clinical use. J. Child Psychol.
Psychiatry 43, 307–325.
Conflict of Interest Statement: The
authors declare that the research
was conducted in the absence of any
commercial or financial relationships
that could be construed as a potential
conflict of interest.
Received: 15 February 2012; accepted:
10 September 2012; published online: 27
September 2012.
Citation: Tanabe HC, Kosaka H, Saito
DN, Koike T, Hayashi MJ, Izuma K,
Komeda H, Ishitobi M, Omori M,
Munesue T, Okazawa H, Wada Y
and Sadato N (2012) Hard to “tune
in”: neural mechanisms of live face-to-
face interaction with high-functioning
autistic spectrum disorder. Front. Hum.
Neurosci. 6:268. doi: 10.3389/fnhum.
2012.00268
Copyright © 2012 Tanabe, Kosaka,
Saito, Koike, Hayashi, Izuma, Komeda,
Ishitobi, Omori, Munesue, Okazawa,
Wada and Sadato. This is an open-
access article distributed under the terms
of the Creative Commons Attribution
License, which permits use, distribution
and reproduction in other forums, pro-
vided the original authors and source
are credited and subject to any copy-
right notices concerning any third-party
graphics etc.
Frontiers in Human Neuroscience www.frontiersin.org September 2012 | Volume 6 | Article 268 | 15
